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Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

Re: Docket No. 2003D-0571; Draft Guidance for Industry on Drug Substance Chemistry, 
Manufacturing and Control Information; 69 Federal Register 929 (Jan 7, 2004) 

Dear Sir/Madam: 

The attached comments on the above draft guidance are submitted on behalf of Johnson & 
Johnson. We actively participated in and fully agree with the comments submitted by PhRMA. 
In addition we feel that this document is so significant that it is important to comment both 
collectively and as individual companies. 

We appreciate the new concepts of PQIT, interim acceptance criteria and sunset testing that the 
Agency has incorporated into this document. Additionally, the clarification that applicants need 
not investigate different physical forms of the drug substance if the conditions which produce 
those forms deviate significantly from the filed manufacturing process is helpful. 

We are however concerned about the numerous instances where additional detail is requested. 
We realize that this document has been many years in drafting and it may predate the Agency’s 
current science and risk based approach. In our comments you will find specific instances 
where we have attempted to bring the focus to the critical items and to suggest deletion of 
unnecessary information. This unnecessary information adds complexity and time both to the 
preparation of the filing as well as the review. We would like to suggest a more concise and 
science- based approach, which we feel would be mutually beneficial. 

Regarding Attachment 1 and 2, PhRMA has suggested that the entire approach be 
reconsidered. We completely support this approach and would welcome the opportunity to 
discuss this with the Agency either via PhRMA or any other venue that is mutually convenient. 
Although our preference is a total reconsideration of this section, we have included specific line 
item comments. 

Our detailed comments are provided in an Excel spreadsheet in the attachment. This spreadsheet 
includes the line number, section number, proposed edit, and rationale for each comment. You will 
note in the final column we have included the same rating of “importance” used by PhRMA. Due to 
the large number of comments, we did not include any “minor” comments. Please feel free to contact 
me if you need further assistance or have any questions regarding these comments. 

Sincerely yours, 

Director, Qualitj/ and Compliance Services 



Johnson & Johnson Comments on: 
Draft FDA Guidance “Drug Substance - CMC Information” 

(Docket No. 2003D-0571) 
January 2004 

information, this section reco ends that information 
be repeated in the NDA. We do not agree with this 
approach. It is important not to duplicate information 
in the DMF and the application, requiring updating of 
both a DMF and an application when post-approval 
changes are made and increasing compliance risks. 
Additionally this is inconsistent with 3 14.420 which 
allows for use of DMFs to submit information. Also, 
in some cases the proprietary information may not be 

manufacturing or testing operation will be performed. irrelevant which individual building is used. Post 

site listed in the application, this information may be 
listed in this section or elsewhere in the application such 
as the FDA356H form or the administrative information 

ready for inspection within timeframes specified in 
current guidances. 
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and process controls that will be used to manufacture the uld only cause a more lengthy process 
no added value. Many controls are for 

nmental, or business purposes and do not 

d for inclusion on the flow diagram is too 
e and is better captured in the Narrative 
on of the Manufacturing Process and Process 

numeric ranges, 
acceptance criteria. description with no added value. Many controls are for 

safety, environmental, or business purposes and do not 
This is an additional request for detail 

Absolute quantities do not necessa 
ical names and quantities or molar 

molar ratios specified if critical materials the amount is often not 
itional request for detail with no 

specified when critica 



cant process contra 

process controls highlighted 
uld only cause a more lengthy process 
no added value. Many controls are for 

safety, environmental, or business purposes and do not 
affect quality. This is an additional request for detail 
with no added scientific value. 

Blending of samller batches or portions of batches 
meeting specification to achieve a larger batch size is 
also common practice in API manufacturing. The 
traceability of the blended batches is a cGMP issue not 
a filing issue. No added value to tile this kind of 

ar ratios are use n percent is more 

reviewer and would only cause a more lengthy process 
description with no added value. Many controls are for 
safety, environmental, or business purposes and do not 
affect quality. This is an additional request for detail 
with no added scientific value. 

538 IV.B.2 S.2.2 controls should be identified in the Description of scientific value. 
Manufacturing Process Section with details provided in 

1 

Section S.2.4. 
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e startmg materia Ing purposes an 

the biological sources to t 
decide what information on t 

information on the biological source (e.g., potential 
pathogens, herbicides, pesticides) may be-is warranted in 

lication so FDA can evaluate the suitability of the 

appropriate to provide flow diagram for synthesis 
describing how the starting material was made. Either 
way this bullet item should be deleted. 



Line 
Number 

769 

772 

Draft 
Guidance 
Section 

1V.D 

CTD 
Section 
Number 

5.2.3 

5.2.3 

S.2.4 

1V.D S.2.4 

should be appropriate for the kind of material and its 

e of test should provide enough 

of an application only limited number of different lots 

specifications with quality of material used is of minor 
or no importance related to quality of the drng 
substance. Acceptance criteria have to be related to 

parameters, m process tests and/or parameters and in some cases this may be a test. S.2.4 
tests performed on intermediates, postsynthesis materials, should be the additional information provided on these 
and unfinished drug substance for the purpose of critical controls. Strike environmental controls from 
determining suitability for downstream processing. this sentence and the glossa y. 
m Their associated numeric ranges, 
limits, or acceptance criteria should be identified. 

Information on non-critical items should not be 
included in S.2.4. 

Importance 
l= Major 
2= Moderate 
3=Minor 

1 
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. . . e Additional information should be provided in 

itional terminology which creates 

urity, . + .) for further downstream processing. k controls normally focus on specific and total impurities 

Unfinished Drug Substance itional terminology which creates 

ting the glossary to include 



However, it can be warranted when the reprocessing or To link to previous paragraph described above 
reworking operation is of the type for which process 
validation information is submitted when routinely 
performed [as described above) or when the reprocessing 
or reworking operations have a significant potential to 
affect the identity, strength, quality, purity, or potency of 
the product (e.g., naturally derived protein drug substances) 

e primary focus of this 
the relationship between 

ring process or manufacturing site 

primary stability batches and the commercial process 
IXWW&W and a method of manufac,mre that simu should be allowed provided they are explained and 
process intended for production batches as described in rationalized. There is an apparent contradiction 
5.2.2. Section 2.6 of the application should contain a between the first and second sentences. Proposed edits 

the process used to produce the primary stability batches 
and the process described in S.2.2 (see section 1V.B). The 
description should include an explanation for the 

from the conditions used in the manufacturing processes for 
the drug substance and drug product. 



i 
P 

Impurities that were once present in the clinical drug 
substance but that have been eliminated by process 

The discussion should be limited to those that a 
relevant to the discussion of safety. Early process 
impurities are not typically discussed/described under 
S.3.2. It seems more appropriate that these be 
discussed in S.2.6 Process Development and that S.3.2 

unfinished drug substance If the drug substance is 
further processed (e.g., micronized) before it is used to 

the unfinished drug substance. Need to be clear that 
while this may sometimes be appropriate, such a 
specification is not always expected. 

of the drug substance whether or not the 
performed. This would also delete 



problems. Typically a tighter in-house spec is used for 

+~~w&sM data b and/or a representative 
chromatogram(s) with peak identificationj, for the 

propriately be reviewed on-site during an inspectio 

not referencing an FDA guidance that is not yet issued. 

should be provided for all drug substance batches 

rts or as collated batch 

batches. This information can be presented (1) with the 
batch data as space permits or (2) in a separate table with 
only the batch identity being included with the batch data. 

of both individual orts and tabular data 

10 



The batch analysis reports should include results from all There may be examples where additional results are 
needed to justify the proposed specification. As 
currently stated in the draft guidance this could be over 

of the proposed specification may also be included. 

in the stability section (S7). We feel that the 
requirement of a summary of all changes is unduly 

according to ICH Q6A or another relevant FDA 

propose a sunset test protocol for a test, which would 

11 



capability rather than safety informati 

acceptance criteria. Proposed acceptance criteria can 
include a reasonable allowance for analytical and patient (for example tightening down to process 
manufacturing variability. The primary basis for the capability on residual solvent when that is much lower 
acceptance criteria should be the safety and efficacy than ICH Guidance). 
data not process capability. The justification should 
discuss the basis of the proposed acceptance criteria from 
the perspectives of available data and analytical and 
manufacturing capability and variability. Furthermore, any 
statistical approaches that are used to establish the 

uncertainty whether the same type of results will continue to 
be observed for subsequent drug substance batches. 

Ions on process capa 
information will lead to unnecessarily tight 
specifications that lead to higher cost of manufacture 

official source, it should be #klAy appropriately reference standard. Also change “fully“ to 
characterized (see Section 53.1 Elucidation of Structure “appropriately” because some things such as particle 
and Other Characteristics). size characterization are not value added for a 

implies that FDA intends to verify methods for 
intermediates. This would be an extremely time 

12 



only a brief description 

f the studies should be s 
rscussion should include for example (1) a summary of 

stability batches tested, storage conditions used, attributes 
tested, sl4Glik acceptance criteria, test schedule, amount 
of data available, and analysis of data (including a summary 
of the statistical analysis if performed) and (2) conclusions 
regarding the label storage conditions and retest or 
expiration dating period, as appropriate. 

should be provided. expectation to provide the stability protocol in the 
filing. We believe that the stability protocol should be 
available for review during a GIvIP inspection. Its 
inclusion in the filing does not add value. Considering 
that the FDA Draft 1998 Stability Testing-of Drug 

and label storage statements can be 

13 



that has not yet been finalized adds to confusion, 

to be suitable for use as an API Starting Material. The 

filing, the important thing is the specification. 

can be acceptable. If shwtk%e not justified or the assessment that is important. 
applicant should consider proposing as a starting material a 
chemical earlier in the manufacturing process that is 

nciples. The selection of 
ed on an overall 

d not on a preconceived number of steps. 
ecommend deleting the expectation of isolation and 
rification of intermediates because many reaction 

ugh without isolation or 
diate to remove any potential 

14 



changes in the manufacturing steps prior to the starting 

or potency of the drug substance as these factors relate to steps are selective enough without isolation or 
the safety and efficacy of the drug product. purification of the intermediate to remove any potential 

ion should be adequate, there 

intermediates is already discussed in line 8 16. 

as a reactron step 
reaction step for the purpose of evaluating propinquity ior to the final intermediate if it has purifying effect. 
provided that interconversion has a purifying effect. 

y, quality, purity or description ‘purified’. 
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e criteria instead of using the 

source of significant levels of impurities in the drug this section to ac wldege that the Starti 
substance this should be explained taking into account 

listed in the drug substance specification. impurities are controlled to ensure the API impurities 

percent in the drug substance (0.20 percent for veterinary 

ereogemc centers 
the starting material is not appropriate, What is 
appropriate is a specification that will adequately 
control the quality of the starting material regardless o 
the number of functional groups. 

16 



However, data demonstrating that instrumental techniques 

t the Agency might otherwise consider to be 

adequate for defining the starting material. The route 
of synthesis should be irrelevant. Delete the whole 
section B about ‘flow diagram of the complete 
synthesis’. This information could be discussed with 
FDA to support the chosen starting material but should 
not be included in the filing. 

e batches that were used for 
establishing the spec o 

recommends that acceptance criteria be established for all starting materials than for syntheses where the starting 

The robustness of the process should be used to 

17 



manufactured by the proposed drug substance 
manufacturing process not the process to manufacture 

and justified. All the data is supporting data. 

in S.2.23 should indicate whether a 

18 



the quality of the starting material is related to the 
impurity profile of the finished drug substance. 

demonstrate that the quality of the proposed starting 
material (as controlled by the starting materia! 
specification) is appropriate to ensure the consistent 

The scientific rationale and data to support this chemical quality of the finished drug substance (in 

specific starting material, the process and the finished 
drug substance. The justification and supporting data 
should demonstrate that the quality of the proposed 
starting material as controlled by the starting material 
specification is appropriate to ensure the consistent 
chemical quality of the finished drug substance in 
accordance with its specification. 

comparing the proposed starting material to a reasonable 
selection of isomers and analogs to demonstrate that the 

identification tests. 

specification and impact on downstream process. No 
upstream process or synthetic route should need to be 

for a drug substance derived from a biological source 



characterized extracts from which the drug substance is 
derived to be starting material for a drug substance derived 

materials if applicable: characterized extract” is inserted at line 1995. 

characterized extracts”. 

tracts and the synthetic 

for characterization. 

“material test” refers to any test on intermediates, post 

in the manufacturing process Also provides consistency in that material tests are 
done on isolated materials not in-line or at-line testing. 

Covered under “Material Test”. 
1 
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S during production 
in order to monitor and, if appropriate, to adjust the 

transformation (e.g. salt formation) that has a 
demonstrated purifying effect. More than one reaction 

2205 Glossary 

Reagent: A substance other than a starting material, Add definition for clarity. 
intermediate, or solvent that is used in the manufacture of a 
drug substance and that has an impact on the conditions of 
the chemical reaction or contributes a minor structural 1 
element to a subsequent product in the synthesis. 

2226 Glossary 

Solvent: An inorganic or organic liquid used as a vehicle Add definition for clarity. 
for the preparation of solutions or suspensions in the 
manufacture of a drug substance 

1 
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